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= (54) Title: MEDICINAL COMPOSITION FOR TREATING CHRONIC HEPATITIS C 
= (54) %H<D«ft: «liCSIffft*5&«-r«fc«>a>Eailirt«l 



^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
one active ingredient selected from the group consisting of IL- 1 5, myeloid dendritic cell maturation stimulators (for example, CpG 

00 oli 8° deoxynucleotide, GM-CSF, IL-4, LPS, CD40L, polyI:C, TNF- a and IFN- y ) and lectin-binding substances (for example, 
mannose carbohydrate, fucosc carbohydrate and antilecun antibody); and a method of treating chronic hepatitis C by using such 
active ingredient(s). In the above medicinal composition and therapeutic method, it is possible to use IFN- a together with these 

]gj active ingredients. 

0(57)^ftJ:*£fiflli. IL-15. SXCM K%tttttt&rta«*H?- («5ttf. C p >J 3?***,* >? U*^ 
O K, GM-CSF, I L-4, LPS, CD40L, polyl :C, TNF-fffcWl FN-r) StfU^^IS 

£ I FN-a£WmLXmi*$>ZttfX$i>a 
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mmm 

CSUFftfttf-f;!/* (HCV) », 7 7t^-f;i/X7 7 5'J-^HT-5-*IS^ 
10 7Xt>^RNA^J^Tfe0, «SfebfcJM©7 0%&±T&IM«£3I 

MM^iBffli^a^5ifi : 1-S"5Ttgtt^^§ £ H C VKttfflFiMBff 

iffl»f^®jttTa3«fctf*©«©ifl^ Hcvg 

15 »*&HCVMt§W^^ D £©B&9©fc«&fc, 3^S, UttHCV 

bT I FN- a £UAfcfU>i©3&*£:bi3lSi&&M§ 
Vi&nTVs* (»H¥1 1 - 1 5 2 2 3 1) . COSfffittl FN— a 

20 Hcvjt^iS^©^^-XA©io«, Hcvjw&^©ftjaE*«p^6an-5ig 

^S^LTl^SIItT** (Proc. Natl. Acad. Sci. USA 92 (7) : 2755-9, 
1995; Science 258 (5079): 135-40) . Htt*T?©ffi3to&>6, *fiHCV«ft* 

(J. Immunol., 169 (6): 3447-3458, 2002; Clin. Exp. Immunol., 109(3): 
25 451-457. 1997) , HCVtta^©*«sT#6tt«flF&«HWbTVi*t%A6n*. 
HCVtt, 0g*fcT, trEHIl^tg^ffi$^<1-§^t(C £ kD (J. Immunol. 
162:5584-5591, 1999) , *^CD 4&«fctfCD 8 Ti|iTOg£G&$-r3££ 
fc«kt> (J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001), 
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Hcv<Dmmmm<Dmmuw®«Di-Dj,$. hcv^m (do mm*® 

M^fioTt^ (Banchereau, et al, Nature 392 (6673) :245-252, 1998; 
Blood, 90 (9) : 3245-3287, 1997) . MkM*mM\X ±tlT$xu^F« 

^m^mm (mdc) «, \zttTz>-&& £ xs-at -mmm^om^ 

L-l 2££teTNF-o: ZtkftL, ffiftWKT h 1 Jfc&ZmmtZo Zf?X 

*?mm% 0)>wtm mvtmm cpdo \z, o-ovx\zmmir^t±m 

$nT43D (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 
524, 2001) , Z\(DZ\tfrt>, Mmmtmc V OBI*$ns^!Sttrtg»* 
fcS4bW5J:tjJI^nTl^. (RT) -PCRSfflVifcHO 

nw&„ L^b, HCVjWMfi|#gfc«AbT^*©3&», ^©H 

20 VfcJggttT&S^&^T&ofc. 

TO»3I FNttTfJltStMI CA/B^SL, NKfflJBfciSttfl; 
t^ii^f^. MHCi?77IBlAft*J;tfB« (MICA/B) tt, N 
KliSl^^Tlyf^ ^©Htert5/^;i/ftfi3Srr*NKG 2 D©'J;tf> FT 

IMf&R^f. MICA/BS, I MHCtfcmfcD, Kfc^g 
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nW&. Lfc^oT, MI CA/BttNK«i6*iSttfl5'r*i:tlC«kt), 

cMfF^7-r;^ (hcv) s&fcw-rsn^fc^Tte, iFNaiac 

Immunol. 170:1249-1256, 2003) = "f «ttHCV«3feJft#K::feV>Ttt, 
*f*UBfiK:*tt*MI CA/B58lRO!)^lfe3&«NK*Bllft©i£tt, MlM<Til 

WfMftl : #H¥1 1 - 1 5 2 2 3 1 
^WWXlttl : J. Immunol. 162:5584-5591, 1999 
#MtfMfi2 : Gastroenterology 120:512-524, 2001 
^tfffcfcltt 3 : J. Immunol. 170:1249-1256, 2003 

15 

ttHCV«Jfe«L#C*ViTft**0«IIB*i«»U, lttC»^Mb, ffF® 

#3BW#&«. SlHCViMf I L - 1 ST'ittSi:, M 

I CA/BOfgS^8f»$n, NKtt«ft§n^^i^l^fflfc. 

v^.-F^-T7VJ<^14P^7-f;^ (VSV) tt, *J&?&©M 
25 DC(I»§/i)5, ^jW*H^&#^*^tfc«fc0^S1i:fcMDCK:ttfl;ft 
UfcV> £ i , S&tHMDCiOl/^f >^ W# W -> a-HM^VSV«A 
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■frfcfcS, *mW\Z, IL-15, Uo^fFIMMiai^l/ 

tz>tztsb<Dmmmj&mm{%i£nz><. #£b<&, i l- i 5£^rr&#§pJi 
w-rs, *ttcauFi^*»*^*fcft©BE*aj^*!i*"r*. ^t<s, $ 

»«fc*SV>Ti FN-a iflf/HSn*. 0?£L<&, SXO-f K*»«IHfiJS 
15 fefflftH?!*, CpGt'JJTt^^WF, GM-CSF, IL-4, 
LPS, CD 4 0 L, polyl :C, TNF-a FN — r frbfcZ 

20 &^5fi-r**5SW©ttJ««tt, 1114C aiFF*©ift»K:*VJT I FN- a ill 
*mW\%, IL-15, 5XO-f Fi|W»llfRl/l/^ 
*mWfc, IL-15, Un-f HilMMIlf S^U^f 
#f£0J«, *ttCS!jff**J&«r *fc»©BH©»Jfi©fc«)© I L- 
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02ft, I L — 1 5 3o£.Zf I FN a fc±SM I CA/B05631©Bf»*^-r. 
0 3ft, IFNaSfcttIL-15 Tfflffl. V fctfRIBlje \Z£.Z>N MMtt 

10 04ft, I FN a SfcttIL-1 5«LfcitWt<kl>NK»tt 

El 5 ft, I L - 1 5 K:J;*NKIBIlfifilttft*P^fciafc©il6**^-r. 

El 6 ft, I L — 1 5T$lMbfc^mtNKifflJl&t^h^>7 > ^x;^T^ 

**i/fcswftoiiif**7Rr. 

15 07ft, #[M I CA/Bfcmz&Z>NKmm%®.it(DmmZ7jkTo 
0 8ft, JrCMI CA/Btt#fc«t*NKIBJfilSttft:©l!a**w-r. 

0 9ft, I FN a TfWfcbfcfliRHlfifcJ;* I L — 1 50*^*^1". 
HI Oft, ft I L-l 5ft#:£fcft*rn L- 1 5 R a ftftfCiSM I CA 

20 011ft, I L-l 5T?««Ufc«r«MJSfc«fc*I ©s^**-r. 

01 2ft, mi FNa/jSRlntffcKJ;* I L-l CA/BOD^i 

01 3ft, Hcv«*s««fcix»jH#©jfii+t*^s»wja©ft6w-r. 

014ft, MDC^PDCCJ/a-HH^VSV-E 1 E2^glU; 
25 ifiSS^^i". 

015ft, Mo-DCtya-F^yvSV-E lE2$giUciMi 
-To 

016ft, MDC, Mo-DCfeWPDCC^^HCV RNA©Zih°- 
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HI 8tt, ya-FN y V S V0MD C\Ci^HRStY>t >©^1^ 
5 B19«, vaL-K^-f 7°VS V©MDCA0iMSt7>t>©Ii& 
0 2 Ott, H e p G 2 •> a- K^-f ^ V S Vi^HSKtV >t 




^tzo ««|lfc^Sn*«t"5fc, MfcF^-©##IBflfc:fel>Ttt f I FN 
15 a, I FN/3 £/c«I L-l 5fc«kOMI CA/BO^I^iiStll.^ H 
CVtf»M©tttt«lfifc43V>Ttt, I L- 1 5 \Z£V)M I CA/B©56^3WBI 
«$n*d<, I FN a £tc\t I FN /3 t «k o T ttSSI* S ttfc £ fcj&SjiUjES 

nfco ^et, HcviMt i l - i 5tf]it§t, nk»hii& 

20 $ns«fc"5fc, ftlfe Ft-0 WS§§ I FN a t I L - 1 5 ® 

tu-otzo z\nbo^m^, Hcv^j§^e>©m*»w:, i fn a © 
mmz&K) i l — 1 5*ji^-rsii**«e$?£sttT^*fc«>, mi ca/bo 

25 Z.ttft>fr?tz. Z.(DZ\£ifi, ittHCVi«C*UT I FNa iSia 
T&fc^, *369itt, I L-l 5*-&&E£*«f*£T*. 1fttCSIF«?& 
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i l- 1 5», TmfownmmzfemirzmTtvTmDizMm-zn, t h i 

L-l 5(DcDNA(Dmmm%2nT^Z> (Science 264: 965-968, 1994) „ 

tfa5M5- (NK) £«fctfU>A#«tt*Mr7- (LAK) tOffi® 

I L- 1 5©mRNAtt#K©IOifc*ViT5SS*nTVi**J, ItlS, 
T^077-^fc^ViT#<56S$nwS. -Olf^fc^ViTH, IL-15 

io mM(Dwmz.&r> , i L-i stim&MM<Df&&7a±zf3i*>mzmm*iE\z 

nTViS (J. Immunol, 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) . 2*>\z, Ht»ilift||t:Ml 
TIL-15SS4U COCtfc^DftftWIHilBS^lif* (J. Immunol., 
15 167: 1179, 2001; J. Immunol., 169: 4279, 2002) . Is&VUtfb, ItMJ® 
rfNKMMimZM%i'?Z>ffitl\ZltiLT I L-l 5««W&*>CD*»*RI5tr3^S 

n*tMI CA/B&5858U »iNK«5«t5^, &&ZfZ<Dftm 
H^^ICM I CA/B-NKG2Dt@5^ffll'»bTV^i<h^$nfco I 

20 l - 1 5 (iNKwantii't t-Ttfui-rs ^ snwfca*. ^ek** 

V^Ttt, I L — 1 5^tlg#«NKMM|g«bT-«W^#b^*LT^ 

*5SWT?ffl^« I L - 1 5««*©£&K£0#3;i£#n?££o WAfcT, I 
L - 1 5 ^0^T^.»Jg««^«tt^ig*b, IL-15** 

25 iL-i5tt, M©ae^E^j (m%.i$, 

±mhfc Science 264: 965-968, 1994 OT«£©BB?!j) fc*"^T, 

xnznz i l- 1 5«, «fttiiift*jw»-r*ii**«»-r*iRt). ^©75/ 

m@B?iJ©-^ l~3 0j@, 1-201, 1-10 fl, l~i(fi (W, 



WO 2005/023289 



PCT/JP2004/013283 



8 

$;mmmw-® mm*, i~3oi, 1-20 m, i-ioe ihrc 

»*i:ttaa*»«*^rUTViT'bJ;Vi. I L-l 5*3-H*r*E?fl. 
5 l~3 0fi, 1^2 0fl, 1-101, 1~M W, 5 

l:iALT, I L-l 58651*3833** Hi««Tf**. M*.M6H£%fE 

10 0, ttw<fofi*^*iif^. Mm, m&nm, m%mwnmm<D 

«fctf«f?©si»iB?!i, mx^TKTA-^vfT,, *w\i>>mm, caatib 

15 tbTtt, K#£4M&£+T?jav>*#&fctt, bla^-^- c a t 7°n 

TiB^ijyp^r-^-wwe.n^o i#*-om\zn., Kjestifc^a*, pb 

R3 2 2, pUC118, pUC119, AgtlO, Agtll, pMAM — 
20 neo, pKRC, BPV, 7^f"7, SV40, 2-5^D>i^Stl§„ 

z<e>\z, zsp+)vmm&m^r&mzwbM*ftmmmz j &%&?\z, $>zw$, 
mm?* z ttfv^Zo *<D£5fcmm*?*-<DMm*mm&ffiftm\z&^T 

25 I L-l 5S5fc£f 2>&5Mmtsntc*2#-}$, h7>X7t-/-ya>, 
h7>X7i^>3>, 3>yay-y 3 >, 7'nh7*77Mt^ hn 
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flffm. ^XmW^u^h^fyy^-, HPLC, ^t>»n7 
5 *5S9J©9J©«£fc:feVJTtt. W4HCV«8!Jfc£fc:feV>T. MDC*5«fctfP 
JS©*fi*t»«, HCVii$;MK:£^T, *M!BF}— fc*5tt*£>3te<, #KUFF 

^«seHT?«c«bfc'>3.-H^'f ^*jettP^^>f;^ (VSV) SttttftH! 

vs. ^u->mftsast (gfp) i/#-^-ifef^^©y;A't'Hti-§ 

«fctfJ£#S###iBJB (Mo DC) fc«ftAT5#, PDCtSgAUV^t 
fcMDCfc U & V> £ £ 7&*IJJ1 & £ o fc. 

I FN— a ^^fflbTfflViSns. r^xp-f FII«»»«lfJ tt, 

sip-f H^«m©«^«T#^Ko#^Pi^$n^^^, mz.it, c 

pGtU^T^^^WF, GM-CSF, IL-4, LPS, CD40 
L, polyl :C, TNF-a FN-r #*tf5n*. CpGt'J 
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kt&d, mzThim^zmmv, Bmm, nkii, inicti^ 

p G* U rfx^~>^ 7 F^MD C &mm LT«£-fr, F^-f 7° 

5 VS V\mt&MDC(Dm%&&i&Tl£^fzZtW%Zfr\ZtZ-Dtc. a GM-CS 
F, IL-4, TNF-a &&Z$1 FN-r teVvfnt), f&M»5>$Wiffl 

po i y i : c\t, mwMMvfe'mmTtLT&KmzftT^Zo z\n^>(om 

10 TO^-mh, C p Gt U Jft^ ^ F©^fc D 13^-5 u i^tt 

V>T, I FN— a liifcW) >tm&&ii^Tm*Z>Z.ttf7?%Z>o 
*mW%<bfo2 *>\Z, MD C±0|/^^>^^^tS/^- F^-f 7°VS v« 

^^•5^, v^-K^-f 7°VS V-E 1 E 2©MDCv©iAtt, T>^->£<fc 

t-&MT&nm#^^£n&w ^>;-7,mMtm, 7n-x 

MffN^Mfc^T, I FN- a £fc«U Atf'J >i«^rt»iiTfflV^^ 

25 

*^Bg©IS^«tl^M3gT^^J6^«, I L - 1 5, SXD'f h^M 
mf$MfflM®TRtf/l£fc\ZUt7^>m'&mm, £ t>\z>&^\ZJfcVT I FN- a 

mm, Mbit, mut, ?ut, %7±)imx, m^mmizx<o, mut 
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m&i&ftzo. i~99. 9fi*%ss^i-§ 0 *^wefflvi*stt^*j 

5 igP«#fflfctt, IL-15, 5xn-f F$ttttMfift&*Iitia?, 
^ »Wfc»L5 3», PI»J, »^»J, SfifSftJW, 

jwottfeK:, ra, «t#ai, w/w, mt)7°±M mm, mmm, 

«PS#fflfc«, IL-15, 5xn^f H^WWilST, £fcte 
10 V 9 ag£3J, ftSflsa, # 

15 tea, ®&%.t£\$*&<D^}i?)WT*, rnmrn, mm, ^dtwio§«$ 

#tsg& <fc^s«fc«k xhz> zttfi-cg, ai^ftjrrs n taws. 
25 ff*Lv»a#©>&actt, il-15, $id^ f wiW»Bf, 

*5BW©EH«i^tt, I NF-a <h©M^£fc>i*&#fc:£^Tffl 
^SCDlcWlC^-e**. INF-ai©I^bM^W», INF 
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-at, IL-15, UD^'IWMiiS^ £fc«l/^>£§ 

■5, mm\z, ^r^m"Am\z^^n^ B #^#©^«a^e>^^ y$ 

10 *fcD#llkgifcfel), »0. 0 0 lmg^6 1 0 0 OmgCDfBH, $?£U< 
telUO. 0 lmg^e. 1 0mg©|gH,fc&3 e k5, 1 BK: 1 BA^ftElft-^t* £ 

*»W©*ftJ53c«Itt*fc, I NF-ff t, INF- a t(DU^t>it^t>^-m 

g % flil 

«Tfc^jfiWfc cfc <9 <fc d m wKwr * a*, agents en & ©hjisw 

20 fc«fc&|gj£Sn**>©-e«fcU. 

HJfi^ l - 6 fcfc^TttOT0#ttfc«kl££ffi£fflV>&. 
(A) PBMC^5©m«ft3feDC©gB» 
1 5£©fiU(ffc3i?7>5V7:l3«fctf2 0*©«ttHCV«JftJSl««|li#tU 
25 fc. t^TOHCViiiflj;, MfcxHC Vjfi^itfHC V-RNA©^ 

frotz* l£M&}\Zjhm77->7*y h7>77i7-1? (ALT) l/^ 

^ftajgbT, H C V^S^^«^«ttM^S©g^^J: Q2-o<Dm\Zft 
mistc, WPtt»SfcttJE»W^ALT±#**L.fcS* (n=10) ttCH-1 
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mtmrnv, 2mi±iEn^A-Li:mmmz^h^.moB^ (n=i o) \tc 

III£J;DMLfcPBMC£A 0 -:3-JMS i gma Aid rich, St 
5 Louis, MO) ©3JlMg£JlS (1. 076, 1. 059, &J;tfl. 0 
4 5 g/mL) Til4>#JitLfco ^illl®$tlfcW^^4 1 JlH^^2 4^7 

jDvmmmz 5. 0 x 1 o s i/>)iM«iiifc 0 4 5#f?iH 

-hbfcft, L, 10%PCS, lOU/mLO 

^-~>U>/7> M/7°h^-f 2mmol/L©L-^$>m > G 

10 M-CSF (1 0 OOU/mL, *U>tf-;i/) , &&U\ L-4 (5 0 0U/ 
mL:Strathmaim Biotech. , Hannover, Germ 
any) «lfe7^f^3-^»-»l! (G i b c o - BRL Li 
fe Technologies, Inc. , Gaithersberg, M 
D) ^T'igMLtc, DC(D%miZ\mT(DmM$:mWc : I FN a (££MH) , 

15 IFN/3 OKI/) , IL-15, IL-12, I L - 1 8*J;^TNF a (R& 
D Systems, Mineapol is, MN) „ 

(B) DCKl33tt3MI CA/BfHBCD^n—iM h;* HJ##r 
DC (5x10 s ) £, KM I CA/B^/^O-^Malfc (6D4) 

(Science 279: 1737, 1998) t£h\Z4VT3 0#WK h bfc. 2fc 

20 fcliJfiSft^L, FITC 

-fcH^C^tft-^ IgG (BD-Pharmingen, San Diego, 
CA) ^WilT4tT3 0^FI-f>^^-hLfe. 2 ETCfe 

»U 2%A'7*M7Jl'TkhllTi£lfe 0 IfittFACScanyXf 
A (BD-Pharmingen) SlViT7n- IK h UT^r^f L, CE 

25 LLQu est (ftgg) V7 h2X7£fflVvc5*-*##r£frofc. 

(C) RT-PCRK:«k*DCT?©mRNA58ao^«f 

ISOGEN t^>i?-» SrfflViT^RNA (1/ig) fcjfifflb, 8 Op 
mo 1<D7>?J»75'C?- (^igjg) MlOmmo l/LO#ft=lFy7 
£P#3 i K=U>K£iDA, 9 5 C CT5^M-1' >^raL^-hL, *±-C&#Lfc. 
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Ommo 1/LCTr i s -HC 1 , 7 5mmo 1/LOKC 1, 1 
Ommo l/LCDTT, 3mmo 1/LOMgC l^^XSl 0 OUOtD" 
-^X5 Sii^-f K 'J/\'-7 h 5 U ^-t' (Gibe o — BRL) 

5 7 Ottl 5MiP^1-^)ilttJ:i9^^f>lt$-&feo #e>nfccDNA^, 
1 0 pmo 1 CD#-fe>7 > ^ £ t^7>5 L -fe>7 > 7°^^-7-, 1 Ommo 1 /LOT 
ris-HCl, 5 Ommo 1/LOKC 1 , 1. 5mmo 1/LCMgC 1 2 , 
#2. 5mmo 1 /LOf^^?^ W HH"J >R, &£tf2. 5U©Ta 
qDNA^'J y—\£ (Sffijg) £^frSJfc^£»Tffl^fc 0 

10 fiTF©:/?-fV-£ffl^fc : MI Ciz>X : 5' - AC AC C C AG C AGT 
GGGGGGAT— 3 ' (Eai#^l) ; M I C A7>ft>7 : 5 ' -GC A 
GGGAATTGAATCCCAGCT-3' (E^J#-^2) ;MICB7> 
^•fe>7.:5' -AGCAGTCGTGAGTTTGCCCAC-3' (IB?!i# 
■^3) ; IL-15t>7: 5' — T AAAAC AGAAGC CAACTG- 

15 3' mmtt4) ; IL-157>f-fe>X: 5' -CAAGAAGTGTT 
GATGAACAT — 3' (S33Wt5) ; I L- 1 5Ra t>X : 5 ' -G 
TCAAGAGCTACAGCTTGTAC-3' (IB3Wi6) ; IL-15 
Ra7>?t>7: 5' -GGTGAGCTTTCTCCTGGAG- 3 ' 
(IB?iJ#-^7) 

20 if'le^'o hu;W^T©i:^t)T^^ : (M I C : 3 5V-i2)V, 9 5V, 
6 0®m, I L-l 5 : 3 01M!7)V, 9 9V, 6 0U>W, IL-15Ra:3 
5^^;K 9 9C, 6 0W , Sfcfc, 7--U>^Xig (MIC: 5 6C, 
6 0W, IL-15 :60C, 3 OfJ>M, IL-15Ra:55C, 30 # 
fc<fctf#* (M I C : 9 0#M, 7 2*C, I L-l 5&£tf I L- 1 5 R 

25 a : 6 Offsl, 7 2*C) . 

ttmtLT, G3PDHfc#gWfc:77>fT- : -fe>7, : 5' -GCCACC 
C AGAAGACTGTGGATGGC — 3 ' (BB8I#%8) ££1/7 
7>:5' — CATGTAGGCCATGAGGTCCACCAC — 3 ' (SB?!J# 
■^9) 
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(d) mfrtQ&vr 

$*Lfc„ 

5 

a£Ji^L>l^^MI_CA/BaM^Ml 

JfeTSDClc&^T, ffi^OlM h*-f >fc«tt)M I CA/Bj&nBSJISnSfrS 
d^W^fc. tefcfcK:*— . (N-DC) *fc«HCVJBJfeja* (HCV-DC) 
10 *^OJ|U***DC*H«b, *g«f|6 BKII FNa (lOOOU/mL) , I 
FN/3 (lOOOU/mL) , TNF a (lOng/mL) , IL-12 (10 
ng/mL) , IL-15 (5 0ng/mL) , L — 1 8 (20ng/ 

mL) T2 4P*M3M«bfc. 7 a— *M h U fc <fc 0 M I C A/B%9! 

15 JEflffcF:*— fr$0DC (N-DC) tt, I FNa ifcttl FN0 fcjfcgl, 
TM I CA/B$^lbfc^, HCVflSBfeMfrfcCDC (HCV-DC) ttH 
fnoi^feMI CA/B^iL^ofc. IL-15S, N-DCMl/H 
CV-DCtC^ViT, W^^fcM I CA/B§g|«t5i:i:^!rfc. 
U TNF a, IL-12, I L- 1 8 «M I C A/B588S»itft* 

20 -pfco 

&MMj -2. MI CA/B mRNACRT-PCR^tf 

JfiMfcUTUfc^DC. IL-15 (5 0ng/mL) TWIlftDC^I 
FN a (lOOOU/mL) TH»LfcDCjfr5-tn*nttRNA*mi!U R 
25 T-PCRCiOMI CAmRNA^iCXMI CBmRNAO^S^lfci: 
£3, ±Jfi©7P— £K h*HJ©*g*£-8rr*ll*#»&tt&. 
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mmtzFI— (n=15) (HV) , J|#feALT**'r«ttHCV«*Jii# 
(n = 10) (CH-1) , &£Ztmm®telEftALTV'<)V*^'f2>&&HC 
vm%£m% (n=10) (CH-2) ©FI©MICA/B»^IL IF 
Na £tz\Zl L- 1 5T*%mLtcDC(DMl C A/B^M^y □— tM M h 

m^, tKW-oti^^, sitn-«sD^L, *«p<o. oi^st 0 h 

CV-DC&, IFNa«f;tt, AL TSm©tftgfc^fc>S>TM I 
CA/B^^bfj:^ofcc ^©^(htt, HCV-DCi:fe^TIFNa^fe 
ttl FN/3 MtSMI CA/Bfgg^^n&V^tte, ffFW©«teWlfc 

io mmm-c\ttz\,*zt*7F®.?z>o 

tmmMJv^&kXSl FNt fg?17y-tM£fflV:>T, DCia^NKi 

15 fitatftK:*— ©PBMC^£>NK«£]£ig£L, NK^ModMItl^^x 
Will, ^CJ&^DCW HT«Lfc (StemCell Technol 
ogies (Vancouver, BC, Canada) ) D MM<D 9 0 
teCD5 6+CD3-'J>A°S£T&ofc= MbfcNK«$, 2 4^x;i/ig* 
M (5. OxlOW^UW t, 1 0%FCS£ck^l OU/mL0^"y 

20 U >/7. V Vy°b^-i i/y&WfeL'TzR'Pyi I 1 6 4 Oi£M*T*%mLtzo MM 
frmfc (N-DC) *fc«HCV»» (HCV-DC) /0^©DC£, IF 
Na (lOOOU/mL) ( 5 0 n g/mL) T 2 4 ^NUHft 

U 1. 0 x 1 0 5 ii/mL©^T^x;i/»A, NKtt«!:tfetc:2 4B#W 

25 IB»*«IP7yfe-rtt&TOJ;5k:bTffofc. 51 CrT«Urc^« (K 
5 6 2) £NK/DC*i&* (h7>X-)l^>XfAT*, Sfct^lT) , * 
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%mm= (nm(Dmmm-^mmm xioo/ (Mm-g^«) 

5 NKmMcDMMfill FN r MTOT©cfcaic:bT7iyHr-rU/co ±$©J; 
5 CD C 1 1 feC 2 4 WSUitNKi)!^, 1 Ong/mlCPMA^ 
l/imol/LO^t/^y> (Sigma Aldrich) tth\Z^> 
*a^-hLfc. 1/il/mLOGolgiPlug (ITO) (BD 

-Phanmngen) ®#£TT3 7 < CT4P^f B K >3r^- hLfc^, NK 
10 ra&PEffttCD5 6 ; E7^U-^in;#:T4 , CT3 OftBSJSfefiLfco 

Cy t o f i x/Cy t o p e rm (USD igffift (BD-Ph a rm i n 
gen) TSItl 5»BWlll/, JfcfcF I TCii-fi I FNr ^E/ ^O- 
(T!)XIgGl) T^fibfeo »fiUfclBfi*70— !M hUT 

ftmLfto yu—*jr^ bv\z&tfz%±mm<Dmti fn t zmm-tzc 

15 D5 6#y^ ^M^To 

IL-1 5%mN-DCt£b\Z&%mLtcNKMM, fc^mzl FNajfciJ 
^DCiifefc^^UfcNKM^, TO©@STK 5 6 2|lll;jE}t5» 
JSflW£iS:fce>tf fcl I F N r ^**«iObTVifc. utlUMl, I L - 1 5 -cm 
mVtcHCV-DCteNKmMZfcmkVfztf, I FN a -C$d»Lfc«"&fc« 
20 NKlffittft&^^ft^^fc (0 3 £±#4) c 

)AM<Dtz*b\Z, WifcfcJWibfcNKiMS*. 50ng/mLC9IL-15ti 
*>fc2 4Np|W«F«L, #CfcK5 6 2«IJfi*«H£tt*«fctf I FNr SM77t 
>f Lfc££3, IL-1 5^ng#«NK«^«tt^f€>^<h^-e^^^ofe 
(0 5) . Lfdbt, I L- 1 5 ^NK«l:Ii W^StftOTittti 
25 iiflSflg&Sttfc. 

|fei;»f:NK»i I L - 1 5 (5 0 n g/mL) Tf*J«bfcN 
-DC<h£, 0. 4 Atm(D#AH^ffl^T^HLT^^L, NK»i:DC<h 
*J*»**+*Pi4S5SHtt-r* £ 7c ( h 7 >*2x;i/&lk) ' . 2 4 ftMtt 
ilfcttK5 6 2HIJfi*#pett*7yfe-rbfctt5. NK*HlBfflUllB£#fl& 



WO 2005/023289 



PCT/JP2004/013283 



18 

6) o 

I L - 1 5TM®LZnr£DCe§mZn%M I CA/B#mK|fflJ®f£f4teKI8 

NKI1&, 5 T$!$tLfcN-DC #lM I C 

A/BhE/ pn-i-frmfc (6D4) , iaNKG2D ; E/^D-^J^#: (ID 
10 11) (Science 285: 727, 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 

1999) ^Tzimmi gG(D^yv2 4mm^mb, NKis§©«wtt 

I FN r MtkZm^tc, 
KM I CA/B^y^P-^l/Jfi^cD^TTI L - 1 5tMlfcN-DC 

15 I L - 1 5TiibfcDCICJ:?)NKM0 I FNr IMUltt, NK/D 
C £tg«<DHI3 ClrtMICA/B^;^ n ^tc\m^KG2T>^J^7U 
-i-)ltfifc$:1)nKrct^\Z\Z%±\Ztz<t^tz (H8) „ N-DC©ftbDHH 

I L - 1 5T$!l^[$nfcDC^d;§NKm©^tt^«, MICA/B 
20 -NKG2DffiMilft#f5Ct^to 

^MM4. HCV-DCt:^^ I FNa/B iZJt^Ltzl L - 1 5g)g£0 
Ml 

N-DC^cktfHCV-DC^, I FN a (lOOOU/mL) T*2 4ffi|»J 
25 WlLtc (&m\Z~DZn =5) . &tm±m* OIL- 1 5, IL-12p7 0, 
TNFa £J;tfI L-l j3 £, 

<h*OI»ffl^T, @ffi-y->F-f y?-EL I SAfcctOSJj^Lfe (IF 
Na/J3, IL-12p70, TNFa, Endogen, 
Wo b urn, MA; IL-15, BD-Pharmingen) . Z\ftt><DEL 
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1 SA%(D&m<Dm fttomt&Cf<Dt# IL-1 5, 3. 7pg/m 

L ; I FNa/j8, 1 7. 5pg/mL ; IL-1 2p7 0, TNFaiSJ;^ 
I L - 1 j3, 8. 8 pg/mL. 
IFNatt, N-DCfc*VsTW63^Kl I L- 1 5©j£&£*jt3*L-;fcj&*, H 
5 CV-DCfcfcUTftI L- 1 5<Dm&.*®m-?ZZ.ttfi-F%13.fr?rzo IL- 
12, TNFa, I L-6*«k^I L- 1 |8 OS^tt, N-DCtHCV-D 
C£0HTK<^^&b&fro& (09) . RT-PCRCiD I L- 1 5m 

JinSOjgmfct, N-DCTttl FN a ClitaD IL-1 5©S£sWBS 

Mt&ffl 5 . I FN a •eatlfcDCOMI C A/B5£mz h 9 U > 
I L - 1 5 

IL-15H, IL-15®fcfe®Wai (IL-15Ra) , I L- 
15 2lx-ty^-/3 ttfe,kt«I© r »«$n§hUY-IL-l 

37 -m-s-ft \zm&rz> z.tiz&D, ^(omi^mwm zmwrz z. tt,m e nr 

Vi*. I FN a #h hDCKlfctf* I L — 1 5 R a ©3£SE£MT£3&^#>£ 
H^Sfcfcfc, ^SWRT-PCRfccfcO I L — 1 5 R a OmRNASSS 
P^/Co IL-1 5 R amRNAfi I FNa T'iilft^DCTffl^tlT 

20 I FNa 7SW*'ratN-DC*«fcCKHCV-DCO^'fnte*ViT 

t>, I L- 1 5RamRNAtf7yy°U3rn.U-hZtltz (x-^tkSI*) 
o Z<DZ.tfr<b, HCV-DCfc43ViT«, IFNaMniL-15© 
f6Hfctt^R6****3&«, IL-1 5 R a ©|8!i«*-<5 Z. t 

N-DC£, trEI L-l 5Jn;# (3 0/ig/mL) I L-l 5Ra 

25 **n£n;# (3 0 izg/mL) ©MSfeWftTT, 1 0 0 OU/m 1 CO I F 
Na tth\Z2 4«f|HJ«ttLfcft, 7 0-^ HJfccfcDM I CA/Bfg 
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I FN a TfflftbfcN-DCfcfcltaMI CA/B©»ffl«. Wfn©tWfrK: 

z.nt>(D&mt, Dc^&vrr, i fn« iz&vmm-znzui cA/sm 

mz\% Or- V 2 U > I L - 1 5 fc«fc OjKtfStt* I L — 1 5Ra ©?£tt»* 
5 5 1~&fc>S, HCV-DC**I FN a WlTMI C 

A/ B SfgSIt"* Z. i^T'^T, bfcA^TNKM^tt^U^V^tJi, I 
L-l 5©g£©*l%#®ET**£#*.&ftS. 

gMLL DCOI L-l 5MMI CA/B%%fcj3fr5:fr--h£l)>I F 
10 Na/g ©K# 

I L - 1 5 TiftSnfcD C fc*(t5M I C A/B ©HlKt- h f'J > I F 

N-DCM^HCV-DC^, 50ng/ml©IL-15tife(C, *f£- 
I FN a 

15 //3R*fn#i& (3 0 Mg/mL) 0fiF«E*fcJi*#«ETT2 4I^M**Ufc 
0&#te-3#n=5) o #*g*±if+© I FN a &&Xfl FNj3$ELISA 

N-DC^^^HCV-DCO^-fnt), I L-l 5TiW»f Si I FN a 
:fe«fctf I FNj3 ©W##jg£3n&. 4a I FNa/jSR»#ftT 

20 TDC^IL-15 tilt^t, I FN a <DM&&M&f&\ZltoM2n&W, 
I FNj3 ©jgMSJfllfMSnfcfrofc (011) o DCS: I L-l 

5-eMTSi I FNj3 HfiM&Ztl, Mzl FNa/|3RftWST'I FN 

a -t)m£.2nz> 

)fc\Z, N-DC*«fctfHCV-DC*, ift I FNa/j3Rt *D*ri& (30/ig 
25 /mL) ©#&£fcte##£Tl!, 50ng/ml©IL-15T-24 0#Fe1i» 

#k^h^7A«t'0|![¥U, MI CA/Bf&33©¥*l&3fc3l«£art\ DC 
££#5 I L - 1 5 8MH4MI CA/BBStt, ft I FNo/3R7^>^fii 
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#©#&TT^£k:#iJfrj£*ifcc ®w.<Dmm$, RT-PCRia§MICA/ 

-h£ij>iFNa!//3 tf&mT&y, z.ft\mcvmmmm\z&^Tbu& 

5 ^nTV^^t^^To Z\(D%£m$, HCV-DCfeIL-15T«t5iM 
ICA/Beib5§i^^lWlMt-tt^ 0 Tfcfc)^, IL-1 
5&DC£?gf±fcLTI FNa//3 utl^Ml CA/B^Mift 

10 *JSW7-1 2£&^Tte, SkTVUMZmWc : ttlfcAfcM L-4:fcJ;cK 
GM-CSFBPep r oTe ch (London, UK) M*-L h"5J 

jSCD4 0U5tf>H (CD40L) , t NTN F - a I L - 3 teR&D 

Systems (Minneapol is, MN) frb, LPS, polyl : 
C, V 5 £ h-X«S i gma (St. Louis, MO) 

15 tt!M.k h I FN-r tt. Strathman Biotech GmbH 
(Hamburg, Germany) t hU>«iI FN-a (iS 

umitomo Pharmaceuticals (Osaka, Japan) 
fr£>, *^^MC p Gt 'J ^rt*->? ^ V*^ H (ODN) 2 0 0 6teS 
i gma Genosys (Hokkaido, Japan) ^ £ , -^tl-^tlA 

20 ^Lfc„ OTCDFITC-, P E — , P e r C P -£fcteP C 5 - □ >i? 

3.^- h-fbiat: h^y ^P-^;Vtt#&fflVifc : L i n e a g e (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (Becton 
Dickinson) , CDla (NA 1/34 ; DAKO, Glostrup, 
Denmark), CDllc (KB90; DAKO) , CD14 (M 5 E 2 ; 

25 Becton Dickinson), CD40 (5C3;BD Pharmi 
ngen, San Diego, CA),CD80(L 307. 4;BD Ph 
armingen), CD83 (HB 1 5 a ; I mm unotech, Mars 
eille, France), CD86 (IT2. 2 ; B 7. 0/B7-2, B 
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D Pharmingen) , CDwl23 (7G3 ; I L-3Vt^-a 
m, BD Phaimingen) , CD2 0 6 J-7.Vtt2-, 3. 
2 9B 1, 10; Imunotech) , CD2 0 7 (9>3?xU>, DCGM 
4; Imunotech) , DC-SI GN (120507 ; R&D Sy s t 
5 ems) ^J;tfHLA-DR (L2 43 ;Bec ton Dickinson) . 

6 6 «©h c vi^i^to^tD c t^i^fc. cn£©j&t«, iiiiiiHft- 

10 HCVjfim^HCV-RNAO^iHttfe?), ffi©2-f ^Xtf Jfe, fix. 
&\ BSaff^^-r;i/7; (HBV) *«fctfH I Vfc:HVT«|£4re*£ 

tXfcffFIKIi«^V^tS?tgUfc. WtUT, HCV, HBV£J;tfHIV 
Ko^TT^TFitt©«©Vy5FL£:l 9£©«KfcK:*— fcoViTt>W^fc. 

>fr<&, ILftS©Jft#*20©»fc$H*bfc. 2¥£U:IE^&7^->7^/ h 
20 5>77x7-K (ALT) l^;pj&*#ttLTV»*Jft*tt. li^tU7 (A 
SO #£5SHL-&. iOCDlTOifi<itfc(»tl>ALTM^l/, IS 
'B« (CH) it^iUfe. En&©Jft#©firA*>fc*5l>T«, lfflK£&*^ 
lit, m^^tt^«fc««©^»IHfbfc. ASCJStK^Ttt, 

25 Kifcfrofc. cn6©*0ltt, CHJ£#£iKtefcttJ!B£^U CHlfS, PJHR 

Ltzo HCV-RNAOltt, ^RDNA^D-^Tyt'f (ChronHCV 
— RNA, Erne ryvi 1 le, CA) fc«t 0 7yt< Lfc. HCVjMtf^ 
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Si 





«K^— (NV) 


^^•^'JT (ASC) 


1ft£ffBfe(CH) 


N 


23 


14 


43 


1£(M/F) 


20/3 


6/8 


27/16 


« 


45±10 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA£-f$— *** 




3. 5(0-35) 


5. 7(0-37) 


HCVM 
(1/2/5fc#i!) 




5/ 


27/2/ 



ALT, 7^->75/h^>X:7i7— ti 
** p<0.01vs.ASC 

*** ^filOTJIiW^^VA^S/mKMeq/mDT^-r 



5 ItiiWI* e> 1 0 - 1 2 m 1 ©'Vt U >^tlDMifil£#fco P B 

MCtt, F i c o 1 1 -Hyp aque^ y /a >±©ffi?^E^L^fiik:«fc 0 
(PBMC) £|3JRLfc. £tfcPBMC£ft|ScU &fc«HJ|&£tri 
#:T^&Ufc 0 ttDCtt, (Lin) (CD 3 , CD14, 

CD 16, CD 2 0, ^CD5 6) &ifcfc«fctfHL A-DR«tUt£ 
10 «U/Co £tt&©ifflJS©y-h£Rj£L&«, MDC:fcJ:tfPDC«3e>tCCD 
1 1 c*5«ttXCDl 2 3%m<DA#->\Z&K>femVft. MDCKLin", H 
LA-DR', CDllc 1 , CD12 3 lw «TfeD, PDCttLin', HLA 
-DR\ CD 1 1 c-^it^CD 1 2 3 M tttfe^ 5 MDC:feJ;tfPDC«, 

15 ISfc$HbU ^©yn-tX0^©4>K6^PDCtuil«©S^^^$nTU 
5. CD3 4ffHBttjBtt, Lin", HLA-DR', CD 1 2 3*:fe<fctfCD 3 4 

f «<hbT^«bfco PDc©OTfiiiEiB»ckm^fuffi««, ^n^n 

Lin", CD3 4 + , CD12 3+, CD 4 5 R A", fc«fctfL i n", CD3 4 + , 
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CD1 2 3*:fe«ktfCD4 5 R A + £ bT£i§b/i. F AC S#flrK:«k!)8W£$n 
tcZftt><DMM<DA— fe>y—5?j&>S. P BMC 0**3*1** E tic J; 0, **l 
jfiLtCfc tf* DC y bO&fcHRfcfUH/fc. 
«fB»#*r©fc«>K:, BDCA- lM^BDCA- 4#H!*y h (Milt 
5 eny iBiotec, Bergisch, Germany) iz&ty, fo^Mfe 
©M&JPX.T (19) , 
(^»+^«ir>^~) d^^SIUfc. &*Utt, L i n»CD3, 
CD14, CD16, CD20, CD5 6^WJ3^'J> (Stem Ce 
11 Techno 1 o i es, Vancouver, Canada) ^iStSti 
10 2T)VWt^mm\ZMyai-&&tz$k, FACS Vantage SE (Bee 
ton Dickinson I mm unocytome try System 
s, San Jose, CA) "T?MDC:fcJ;tfPDC£9J*fc7-bUfc. 

ag££B 1 3 fcjs-r. ^77+, «»tt+ifci[**'r. cHSMc^ttsDc* 

iHPDC©iit}j:Et^7>f^7 (NV) fc&ttSMJ; 0«*»ofc*«. A 
15 SC#fc:fett*»*ttffi*L&J&»ofc. CH#OMDC«, A S C£ £tf N VlC 
fcttS«kD^fcV>«fflfc&ofc. DCU-^-fey h©^^HCV«a#fC43^ 
^PBMC©^H®S-r§pJHg14*»fSfeise>Jc, SflOPBMC, CD 

L-fc^oT, Jfa» C © W>£ £ <h «, 3MCP BMC«^fcJ&T1^< , 

20 CH*#fC*ViTD Cd^a^WfC^UTViSfcfeT**. 

)k\z, DCIf^ty h0WKWIftOlkft^*fbfc. B 1 om<o (J. Exp. Med. 
192:1785-1796, 2000) fciDaftSnwaaSfflfcbfcjPoT, PBMC* 
T\ CD3 4ffgB« (Lin", HL A — D R + , CD12 3', CD3 4 + ), 
MBulg« (Lin", CD12 3\ CD3 4\ CD4 5RA') $3«ktfftJC 

25 Itltt (L i n", CD 12 3*. CD34\ CD45RA 4 ) £§$SiJLfc 0 C 
HSfcfctfSCD 3 4BtrlS«*5j;lKID^MiE«©i[«, #fcfctt*«k 
0 Micfifr 7c^, A S CfflMC&ttS &©& H ^— © t> © t&fe 6 o fc D 
^41 6 ©»*tt, lift C mt&B& Vs T«D C £ «fc W® WWHlfitfM^ 
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mmms. mmmmm (pbmo ^^<dd cmmo^m^^mm 

>T-f 7©MMf» A7^f 3 - h ^il, F i co 1 1-Hy 
paque %m£jmM>bMfoz J; t> ny ^ n- h^S> P BMC SMbfe. M, 

5 BUMS, MDC^'PDCtt, tn^tl, CD 1 4-7^^nt'-X, CD 1 
9--7-r/7Dt:-X BDCA-l£fcteBDCA-4 DCWyh (Mi 
1 tenyi Biotec, Bergish — Gladbach, Germa 
ny) %m*T, mmmz^mLfzo CD 4, CD8T»j;{;NKiteH, 
PBMC^S, ftl^Wt^S t em-S e h (Stem Cell 

10 Technologies Inc, Vancouver, BC) Zm^TftM 
L-fc. CD 3 4 +mjkmM^mmu, CD34-V^7n V-X (M i l ten 
yi) Zm^T®3MWmfflMfr*>MMLt£. 

DCiCSI^O^IttFACS Caliber (Becton Die 
kinson, San Jose, CA) Vi37 n— 1M h ;* h U lc£ D# 

15 flfbfc, M©fc*l:(t DCS, 2%BSAM^0. 1 %7i^t:r- HJ -7 A 
£#tr pbs* £ fc te7-r V ^ < 7°#Lfr i^fet4t;T30» 

#bfc e MCDH, Lin', HLA-DR', CDllc\ C D 1 2 3 |OT Hfo V , 
PDCfi, Lin", HLA-DR 4 , CDllc + , CD 1 2 3 higb T&D, Ctl 
^®W:*^CD4 0, CD8 0$>£Z$CD 8 3 0)m%ttt&fr-otzo T^T 

20 ©ML 9 0%J:0^fc. 

MLfcM£fcteMDCte, 10%C0FCS, 5OlU/ml0^-yU>, 
5 0 u g/m 1 07 hl/7>T-T->>, 2mM0L-W5>, 1 OmMOH 
e p e s Iff^Jc^l 0 7i«b CM) , 

5 0 n g/m 1 ©GM-CSF^, 1 0 n g/m 1 <£ I L-4$WSfc 

25 i MDM (G I BCO Laboratories, Grand I 

s land, NY) 4-T4 - 7 BHi&^Lfc. PDCtt, CM^5 0ng/m 
1 (D I L - 3 ©^fiTT4 SF B 1@*b/co 
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94 7 V S vm/7HCV E 1 £ckOT 2 V>fc 0 ya- 7° 

VSVtt, llfig (G) ICTGFP^3-Ft^l/«-»tI^ 

5 E \&&tfE2m&KZ^1r% (VSV-E1E2) (J. Exp. Med; 197(1): 
121-127, 2003) „ 
[0 0 6 9] 

WHtt, SW28D-^- (Beckman Coulter Inc., 
Ful 1 e r t on, CA) T, 2 0% (v/w) -6 0% (v/w) <DtmWi 
10 »y 3 SftJfi-C 25, O0OrpmT4tT'2 P3W&k#l8rr * C t \Z «k D M 
b, — 8 OICT&^Fbfc 

o 

7-r^X1t>y;P4 I ©RNA©r:k-i:^^-r§fc«6^«, , TaqMan 
E Z RT-PCR + 7 h(PE Applied Biosys terns, F 

15 o s t e r C i t y, CA) £/flV»&. ->a-HN^VSV RNA03 2 3 
-bp-fe^V>h^^"t'§-r^74- , 7-F^^-rv- (5' -cattattat 
cattaaaaggctc-3' (BS^J#-^1 0) ) ^i^UA-X^-f 
— (5' — gatacaaggtcaaatattccg — 3' (SB^'JII-^- 1 
1) ) , feJ:^-MMBI«7°D-y [5' - (6-*;V^v-7;^l/iz 

20 4 » — atccagtggaatacccggcagattac — (6 —^3^ 
^->-rh5^5 1 ;V-D-^» -3' (W§12) ] SrJB^fc. 
^fcBgg(ABI Prism7000, PE Applied Biosys 
terns) \z£V), P CRJtttOMO^JfettWS^ 

*-b, Ba*<0'T>tfhn^Js3c2/3.-F^-f^VSV RNA^6Mlfc« 

«>a-W^vsvSPBMCt& teWifafr <b #81 b <D mm \ztm 
bfco ft*MS£bT«, X>^D-7'£eH£WbfcV>VSVAG£m>&. jE 
MmtVX\t, VSV-GieS^lfcVSVAG-G^Wc. #libfc 
a*©MM£, 9 6 7x;i/±g«7l^-h4 5 ^CM+T5Xl 0 4 «/9I 
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jirmULtzo mz, z\n\z^D.-^^-f^-ovxx^^vsv-EiE2 

(1 XI 0 12 RNADt°-/^7X;i/) , VSVAG ( 1 X 1 0 12 RNAn t!-/ 
VXM £fcEVSVAG-G (lxlO ll RNA3f-/')IJW 

3 71CT16^ B K>^-Mfc. (GFPW 
5 Zmmh, FACS^tftcfcDIH4©A 0 — fe>x-v«fefeo J§MJ& 

©IE»/N 0 — fe>x-> ? «, ^OJ^JCbT^Lfc : %m%£= (VSV-E1E2 
StclZVS VAG-G^fflVifei#OGFP + «©%) - (VSV-AG5I 
V^c<h£(DGFP + «©%) 

VSVAG-Gtt, MDC, PDC, CD 3 4 +^JfaM 

io mmm\zmmLtztfvsv-E 1 e 2\tz.n^(Dm^\zmmvt^-oTzo T&t> 
%, *^jfii^e>ifrfefcMbfeDc«vi-K^-ryvs v-e 1 e 2 \z#lx 
m%&x\mfr-otz B 

mmmi o. is^-F?^7Ysv\zttir%m%mzm : i-rDc<Dtt{k&fz\Zi& 
15 mches 

h*^>r y°v sv\zttirm%mzRmDc<Dfti\:£tc\mm<D&wz 

m^Z>fzlb\Z, MDC£fc«¥Bfc£GM-CSF©#£T-?I L-4 ttb\Z%. 
tctelL-4tzL-cmm^tc, 4BmzmiMZttffihtctZ:?), GM-CSF 
L-4£tb\Z%mLfzMDC\$, GM-C S F <Dfrttb\Z%mLtz 

20 h<Dtit^VX, CD la, CD8 3&c££KCD8 6©iSV^5i£WbT^fco 
Z.(DZ\t\% lL-4^DC^itm : TtVX^mVrcZ\t^-r o MoDCI;* 
V^Ttt, GM-CSFttfelimfcIHt, GM-CSF£J;in L-4© 
M^£fr1*Tig||L^^ £tc, I 

L-3©#ftTt©)gi©4 01(; ) PDC«0 Bl^lt^UT, CD 4 0, C 

25 D8 0, CD8 3 43J;^CD8 6©^i|^^ofCo 

^ODCfcya-H^^VSV-E 1 E 2 1 4&J; 

^EI15tc^T 0 0^, £Tt^©$t^teGFP + Mc7)A°-- t>x-v£^T. 

4 B@©MDC:feJ;Z>*4B@&<fctf 7 B g©MoDC^43^TGFP+HHWE 

£>snfc^\ 4nB<DPDc\z&^xmmt>nts:fr?tco vsvag-g^ 
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mvrc^zJit, ^^xoiaifc^^^, 4b@®mdc, 4 

HiOPDC, 4HI^J:^7 0@©MoDC^eitty^WI6nfc t £ 
fc, GM-CSF©^i£&M«bfc4Bi©MDCK£^T« ) GFP'i - 
M(Dm& (n = 3, 4>*{i^3J:OTH) tel. 5% (0. 5-2. 2 7%) T'$> 

VV\°— fc>T— v0GFP«M^^tlfe2 3. 3% (12. 3-27. 
0%) o MoDCtt, ^#©^BtP 0 1^tfc^oTVSVAG-G^J:r/VSV 
- E 1 E 2 fc&L-T, a*<DJ§§tt£^Lfc. 4g@0MoDC«7Bg©Mo 
-DCctDJt^^^A 0 — fe>T— vOVSV-E 1 E2^|-GFP+M£^ 
10 bfco kU©f§^£>, ^^MDC^ctOT^S^CDDC^, ^jl-H^:/ 

e i e 2~mft&v^)vzmx(Dwmz&tf&^aL-F?-(y°vsv%<Dmi 

i«ViHCV RNA^^^- (lX10 5 3tf-/M) iHCVi# 
^^S:^ (B i o Clinical Partners, Inc, USA) „ 

3 n l /7x;i/©M#j£9 6^x;^i^-h©DCfciPA, 3 7ti?2 4mm 

-f>^ra.<-hhrc 0 DCSrUPKU 1 %FCS^lSLfcIMDMT3» 
20 b, JfcKlRNe asy Mini Kit (QI AGEN, Germany) £ 
ffl^TDC^e.^RNA^iffilfc. 

HCV RNA^ffl^-r-5fcfefc«, TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) ^Wc, HCV RNA 
®5 ' -^□-xV>^«©1 6 1 -bp-fe^>h£^i|iT37;*7-F7 
25 7^?- (5 ' - c g g g a g a g c c a t a g t g g- 3 ' (SB^J#-^1 

3) ) £«k U n—Ts-fy^^- (5' - cgaaaggccttgtggta 
c t-3' (IB^J#^14) ) , rlffflll^n-y [5' - (6 

-jDVifr^i/— yjV^U^L^ » -ctgcggaaccggtgagtaca 
c- (6-*Wy-rh7^-n-^» -3' (IH»^15) ] 
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Zm^Tz, S8ltttH&S (AB I P r i sm7 0 0 0) £ffll>T, PCRJifg 

(Dmnmyhmtt-p-h, iM*©-r>t:hn-&$Hcv rna^^m 

, I%OTCV RNAH«, GM-CSFO^f 

5 «HIUfc.4 0B0MDCK:*V>T*ffi$nfc (016) . iltlS, yi"FM 

3&£/BV>£x-*fc*, *IEHCVlC*rr*lffll»©«Stt*iEb<R!fcUTVi*i: 

Ci£l^©«@f"eilUfc. d c&HCV«5to&»Sft«t"5 "5Ji£t4 

I FN a, IFNt, CpG ODN 2 0 0 6, CD 4 
0L, poly I : C, TNF a ^fcfiLP S«lfc«tiltT^ 

15 WBfifc'SHT, VS V-E 1 E 2©i)S^©ftA$i^c. DCS^iL, 
|W]CB£, I FN qi (lOOU/ml) , I FN r ( 1 0 0 0 U/m 1 ) , IL 
-3 (50ng/ml) (lOng/ml) £-W?*lDCKto 

fifzo CpG ODN 2 0 0 6 (10#M) , CD 4 0 L (1/ig/ml) , 
po 1 y I : C (5 0jUg/ml) , TNF a (2 0tfg/ml) 

20 LPS (1 Ojug/ml) tt, vrL-K7-r;i/X^M-r^)2 4B#WtutCDCiC 

jKUfcEll 7fc^T= IL-4*«k^CpGODN2 0 0 6 &«F»te*iirrS 
GM-CSF*^i£ltbfcMDC£Jt$liL-T, VSVAG-GW§i§ 
VS V-E 1 E2tfGFP«©n-t>f-^ 
25 ftffifcW^-rSZl^W&^^tjfc. I FN— a, p o 1 y I : C, L 

PSMllTNF-a \t. VSV-ElE2^VSVAG-G©S^O 
^TGFPWO/V- fe>7— S»lria0, CpG 
ODNtt, GM-CSF££&fc*&flL&MDCfc::fcttSCD8 3fc<ktfCD8 
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6®fffl%7y7l'#a.U-hL1tZ.£ifiWe>ftttzott. Ens M 

5 nil 2. ^jL-H^-r 7 r vsvis%fcR^-ru^5 i >iS^'feigg>j^g 

T>^->^«fc^7^ h-X^VS V-E 1 E 2«ACDa*fc^ViTtt«Lfc. 
GM- C S F 1 <h fc**bfcMD C 4 4 0 1 ©«*DT>^>3;fc«# 
5£ h-*££fcK: 3 7<CT1 8 0^>^a^-M, ya-H^-f^VS 
10 VJglLL 5>3.-F^-r7°VSV^ffi©MfcDC^EDTA (5m 

M) T«bfco DC<h|f^Hffl^Tfe§HepG2t^itt^ , rSfcJ6^, ~> 
a - K^"f S VSSOitH e p G 2 § 5 /i g/m 1 >TjffiIUfc. 
MDC$Tyt>ti®It§t, VS V-E 1 E 2^WT^GFP + M© 

a°— t >-r- v \m mimttm&zm'P isfttf, v s v a g - g ©ha \z w^s? 

15 *X.teZ?3ifr?tz (018) „ v>:h>©;i©J;5&IM«$)3l«, 3lIEHCV£ 
»HLfcMDCk:*ViT*BSnfc (019) . U #^h-XteV 

S V-E 1 E 2 *&W:VS VAG-GV^IfniZhMDClZ&tfZmmzmW* 
RffS&^ofc. ||l*ISVs^tfc, EDTASVS V-E 1 E 2©«tt£{£T 

20 -7>;-Xi0KMWC a 2t W»lST'DC tVS V-E 1 E 2 toft 
5fffflfcH4l/TV4*CltS:^. -tl»U, HepG2|fi};^m ^ 
>±>&VSV-E 1 E2©»l§L^^fc (02 0) . Z<D£t\% V 
S V- E 1 E 2 ©«A£fi-5#TO, H e p G 2 tMDC iT?«Mfr* 
l^bT&D, $e>[C, •7>^->/0tMDC±(D^ : ?^#^S^W, VSV-E 

25 lE2±©^fH}iifU^^ut^f„ 

DCKl&tt£l/^>©f£5^VSV-E 1 E2\Z%it^(Dm^tm : fT 
fcSa>§j&>*PK*fc«>K:, GM-CSFttfeHi*LfcMDCtGM-CS 
Ft I L-4iCDIft*^t)"&T?iS«bfcMDCk:oViT. DC-SIGN, T> 
/-Xl/t^- (MR) :&.ktf5>5>xU>0»5SfcJfcttLfc. DC-SIG 
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N(D%m$, GM-CSF^«fc^I L-4ttb\Z%mi>tzMDC\Z&\,*T, G 

Kttftfcsfc&ofc. znzvmmz, Dc±K:*»t*w^5 t >©5saJ4vsv 

-El E 2 0^tE^#LTV^j:Vi^i^PtT^o 

5 

«ttCfflfff*(Z)J&*fc^a&3W««ttJ«^ (IL-15, 
h* $ WRIIBlBj&nM* ERfR / £ fctt W £ ^ >M£^M) £^*l"r 5 ifttt C SI 
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1 . I L - 1 5, 5XD-f H«ite«Mf&^l/^f>^»l^ 

2 . i l - 1 5 s^*-r*»#a i eiftcDBEitifijE^. 

3. IL-15S#rT*, gttCiffM»^TIFN-atii 

2 Btt0E*ft£«. 

10 5. $XD^f H^lftttMfiJiifmt^, ittCM0?&il^ 
UTI FN— a t#ffl-r*fc»©»*ia4IB«©ISJHiJ*»l. 

6. SiD^MMMlliSW, CpGt'J^Tt^^W 
H, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 
a fcitf I FN— r j&>&fc*#«kt)Sft$n*, fS*^4Sfctt5Kl|B«©E 

15 &j%i$<fe. 

8. U^^>«^««ft-&Jrr*, SttCMJff^CDJ&St^ViTI.FN-a 
iflfffiT 3fc&©W *H 7 fE«©|g|g«tlo 

10. IL-15, H^W«ra»@TS.^l/^5 1 >^-ert)K 

11. I L - 1 5, 5in^f FIMI^lfJilfS^l/^^ftl 
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SEQUENCE LISTING 
<110> Intellectual Property Consulting Incorporated 
<120> Composition for Treatment of Chronic Hepatitis C 
<130> P04-145PCT 



<130> P04-118PCT 

<150> JP 2003-315498 

<151> 2003-09-08 

<160> 15 

<170> Patentln version 3. 1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 20 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcagggaatt gaatcccagc t 



21 
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<210> 3 
<211> 21 
<212> DNA 
<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg 18 



<210> 5 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 20 



<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 6 

gtcaagagct acagcttgta c 



21 
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<210> 7 

<211> 19 

<212> DNA 

<2 1 3> homo sapiens 

<400> 7 

ggtgagcttt ctcctggag 19 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 



<210> 9 

<211> 24 

<212> DNA 

<2 1 3> homo sapiens 

<400> 9 

catgtaggcc atgaggtcca ccac 24 



<210> 10 

<211> 22 

<212> DNA 

<2 1 3> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 
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<210> 11 
<211> 21 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 



<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<210> 15 

<211> 21 

<212> DNA 

<213> hepatitis C virus 

<400> 15 

ctgcggaacc ggtgagtaca c 
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